Supplemental Figure 6.

Alignment of the Talpidae protein sequences vs. O. Orca and H. sapiens. Arrowheads indicate residues crucial for catalysis (red) and the conserved cysteines (black). Protein domains are shaded with different colors.

lsll--lGlA EAPEHGTTAT lHlCAIIPWl PRMRADENQP 173

Hsapiens

EETHESQSER TAR =QAQAA

Oorca Rs DTAQNUATAT E TRRQADEHHA 172
Ceristata Vs DTAEPEATAT EAHMEQTRAA AWNQAAEPQP 179
Saquaticus ASK KTAEHEATAT TUHTEQAQAA ARNQAAEPRP 168
Ugracilis AQEE - -DVGA HTMQH - - SAT TANMEEQAQAT EPWNEQRIIP VWQNQAAEHHP 171
v v v v
Hsapiens DSHGTHEAGY VSGRDAGVAK NCQGKGTVSG sQEVaPVGPE SRVMENAACQR NTVUGATNAQD QPVTEGTEGT 353
Oorca DSHGTHLAGY VSGRDAGVAK NCQGKGTVSS SQLAQPAGRE SPAENAACQQ I TVUGATNAQD QPVMTEGMEGT

Ccristata DSHGTHVAGV VSGRDAGVAK NCQGKGTVGG L TQEAQPSG SRAENAACQR AAGNEWDDAC ENMSPASAP v
Saquaticus G ] ] DSHGTHVAGY VSGRDAGVAK NCQGKGTVSG SQLAQPSG SQVENAACQR AAGNEWDDAC ENMSPASAP QPVTEGVEGT
Ugracilis LEDTSsEsGH REFEGRMIMT TCEHRQANKC DSHGTHEAGV VMGGRDAGVAK GARLHSERVL NCQGKGTMSG SQEAQPEGRS VVELPEVGGH SQVENAACQH AAGNEWDDAC LENMsPAsSVPEV QPVALGVEGT
v v v v v v v Ao d
Hsapiens PGEDIIGASS BCSTCEMSQS GTSQAAAHVA GlIIAAMMESAE IINEAWEPEDQ EPPSTHGAGW QEECRTUWSA HSGPTRMATA MARCAPB EscssEsRsG GGKENCRAHN ARCCEEPQAN 533
Oorca DCSTCHTSQS GTSQAAAHVA GUVMARMETAE IINEAWEPEDQ EPPSTHGAGG QEECRTUWSA HSGPTRMATA EARCAA EccssESRsG E ARCCEEPRAN 532
Ccristata DCcSTCEMSQS GTSQAAAHVA GIMTVUMETTE EPESTPGABG QEECRTUWSA EccssESRRG ARCCEEPQAS 534
Saquaticus DCcSTCHTSQS GTSQAAAHVA GEETMMETTA EPPSTHGAGG QEECRTVMWSA EGccssESRsG E ARCCEEPQAS 523
EccssEsRsG EGRRIEICEAHT AEGG-DVEAS

Ugracilis NEGACVDEEA PGBBIIGASS BCSTCETSQS GTSQAAAHVA GIMTVMETAE PEETVUTEERQ EPPSTHRAGG QUEECRTUWSA ARCCEEPEAS 525

v v v v Ao d v v Ao d
Hsapiens CSYHTAPPAE ASMGTRWHCH QQGHUETGCS SHWEVEDEGT HKPPVUERPRG QPNQCVMGHRE ASHIHASCCHA VACEEGWTET GCSAEPGTSH VEGANAVMBNT TGSTSEGAMT AVAHNICCRSRH [EA-QASQEEQ 692 signal peptide
Oorca CRMHTAPPAG AGNQTQARCP QPBQCVMGHKE ASHNIHASCCHA VACEGGWTET SCGTEPGAWP AEGANANDBNT GGRTGEEATVM ANAlICCRSRP SGEQASQEAQ 692 Prodomain
Ccristata CSMHTAPPRG AGRETHAHCH QQGRMETGCS PRHP - -RPRP RPAGCVUGHEE ASMHASCCHA VACEEGWTET GCGTEPGAEN TEGANMPVMBNT T AVAJllcCCRTWP ERVMQASQGEH 692 Catalviic domai
Saquaticus CSMHTAPPTG TGKETHMRCH QHGHMETGCS PRQP - -GERP QPBRCVMGHEA ASMHASCCRA VACEEGWTET GCGTEPGAEH TEGANAMBNT C AVAJllCCRSWP EGEQAS- - - - 677 atalytic domain
Ugraciis CSMHTAPPTG TGMETHAHCH QQGHMETGCS PRQH- -RPKP QPBDECVMGHEK AsSVMQASCCNA MACEEGWTET GCGTHEGARH NEGANAVBNT CVUVMRNQBTGP GRGTSE-AlA ANAllCCRSES EGEQAH- - -- 677 V-domain



